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The inheritance of autosomal aneuploidy or partial monosomy/trisomy from a non-mosaic aneuploid parent is rare. The majority of cases reported involved direct transmission of small interstitial or terminal deletions.'-" Direct transmission of autosomal trisomies is exceptionally rare. There have been 10 cases described of trisomy 21 liveborns to trisomy 21 mothers.'2 " In addition, direct transmission of duplications of 7p," 8p,'5 9p, '6 and 14q" have been reported.
In this paper we describe the identification of two cases ofproximal 2q trisomy resulting from an interchromosomal insertion, confirmed by fluorescence in situ hybridisation. The unbalanced karyotype was found in both mother and daughter, representing a rare example of a partial autosomal trisomy in two generations.
Case reports
The proband, a 37 year old female, first came to medical attention as a result of her unusual appearance and delay in language acquisition, her first words being recorded at 3 years of age. Subsequently, she received special education, but did not experience any medical problems until the diagnosis of insulin dependent diabetes mellitus (IDDM) was made at the age of 29 years. A diagnosis of a simple paranoid psychotic state was first made at the age of 31 years and this has been responsive to major tranquilliser treatment. The patient lives independently but works within a sheltered workshop and, although she has a wide vocabulary, writes only her name. Examination at 37 years showed that she is of short stature (152.5 cm, 5th centile) and moderately obese with mild microcephaly (OFC 52 cm, <3rd centile). Her secondary sexual characteristics were normal and her menarche was recorded at the age of 16 years. She has a brachycephalic skull and mild micrognathia, parted central incisors, a prominent columella, and low set ears with a very obvious crus helices (fig 1) , but is otherwise normal in appearance.
PATIENT 2 The proband's mother was traced and found to be residing in a chronic psychiatric institution on long term psychotropic medication treatment as a result of her schizoaffective disorder (DSM IV 295.70). This illness manifested initially at 23 years with visual and auditory hallucinations and has also been characterised by paranoid delusional ideation and aggressive episodes. Her IQ was estimated to be 70 and she is able to function in a semi-independent manner, hospitalised largely because of her psychiatric state. She also has IDDM with the age of onset being recorded at 33 years and has a diabetic background retinopathy as a result. In addition, she receives thyroid hormone replacement and has a pelviureteric obstruction. At the age of 66 years, she is obese with mild short stature (154 cm, 10th centile) and a CYTOGENETIC STUDIES Cytogenetic analysis of cultured peripheral blood lymphocytes from the proband identified extra chromosomal material on the short arm of one of the chromosomes 8 ( fig 3) . Fluorescence in situ hybridisation (FISH) using a whole chromosome paint (wcp) for chromosome 8 (Cambio, Cambridge, UK) was performed according to the method of Pinkel et al'8 using avidin-fluorescein (Vector, Burlingame, CA) detection. FISH analysis showed that the extra material on the der(8) chromosome was an insertion in the middle of the short arm ( fig 4A) . Based on the GTG banding pattern of the inserted material, FISH analyses were performed with whole chromosome paints for the X chromosome (Cambio), chromosome 12 (Cambio), and chromosome 2 (Vysis, Downer's Grove, IL). The region of the insertion showed no signal with either the wcpX or wcp 12 (data not shown). However, FISH with a wcp2 probe showed that the insertion was derived from chromosome 2 ( fig  4B) . Cytogenetic analysis of the proband's mother identified the same unbalanced karyotype (data not shown). The proband's father was dead, and other family members were unavailable for study. Based on the GTG banding pattern and FISH analyses the proband's karyotype was interpreted as an inverted insertion of 2q11.2-4q21.1 into the short arm of chromosome 8: 46,XX,der (8) smaller aneusomies. The majority of CharcotMarie-Tooth type 1A disease patients and up to 25% of velocardiofacial patients are familial with no apparent deviation from a 1:1 ratio in offspring. 8 9 29 Since some aneusomies appear to be without phenotypic effect,25-27 any selection will depend not only on the size, but also the genetic content, of the region.
As shown here and in previous reports of direct transmission of partial autosomal aneuploidy,1" [14] [15] [16] [17] 
